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POTENTIALLY IMiWNOSUPPRESSIVE FACTORS I N TUMOR CELLS AND CER-
Because f e t u s e s and canc e r s escape r e j e c t i o n , we wondered whether such p r o d u c t s could i n h i b i t immunologic responses. Human f e t a l l i v e r , b r a i n , g u t , l u n g and 8-10 week whole f e t u s e s were homogenized i n b u f f e r e d s a l i n e , 10% w/v. A f t e r freeze-thawing and c e n t r if u g a t i o n , s u p e r n a t a n t s (sups.) were d i l u t e d i n serum-free medium. Eleven human c a n c e r c e l l l i n e s were grown i n v i t r o u n t i l t h e y reached 50-95% confluency. A f t e r washing w i t h serum-free medium and i n c u b a t i o n f o r a n o t h e r 24 hours, sups. were a s p i r a t e d . They were t e s t e d f o r a b i l i t y t o suppress lymphocyte t r a n s f o r m a t i o n induced by mitogens, u s i n g t h e whole blood t e c h n i q u e o f Han and Pauly.
A l l b u t one tumor sup. suppressed 20-98% o f mitogen stimul a t i o n . As compared t o c o n t r o l s , f e t a l b r a i n and g u t sups. suppressed 25-50%, w h i l e f e t a l and a d u l t l i v e r suppressed 95-99% o f lymphocyte response. Trypan b l u e e x c l u s i o n r u l e d o u t c y t o t o x i c e f f e c t s . These r e s u l t s suggest t h a t both f e t a l and tumor c e l l s produce imnunosuppressive f a c t o r s t h a t may i n t e rf e r e w i t h r e j e c t
i o n by t h e h o s t . S t u d i e s w i t h sup. d e r i v e d from a d u l t l i v e r i n d i c a t e t h a t s e v e r a l d i s t i n c t f a c t o r s exi s t , c a p a b l e of i n h i b i t i n g lymphocyte responsiveness v a r i a b l y t o d i
f f e r e n t mitogens and a n t i g e n s .
THYMIC DYSPLASIA I N A CHILD WITH SYSTEMIC LUPUS ERYTHEMATOSUS.
--Path., Richmond, V i r g i n i a .
Systemic Lupus Erythematosus (SLE) is a s s o c i a t e d w i t h abnormal a n t i b o d y production. Recent evidence a l s o s u g g e s t s T c e l l d y s f u n c t i o n i n t h i s d i s o r d e r . The p a t i e n t d e s c r i b e d had a n t e -and post-mortem evidence o f thymic d y s p l a s i a .
A d i a g n o s i s of SLE was made i n a 2 y e a r o l d g i r l with c l i n i c a l evidence of s k i n and j o i n t involvement. Laboratory evidence i n c l u d e d p o s i t i v e LE c e l l s , h i g h ANA t i t e r , hypergammaglobulinemia and p r o t e i n u r i a . H i s t o r y o f a s e v e r e r e a c t i o n t o smallpox v a c c i n e s u g g e s t e d p r e -e x i s t i n g T c e l l d e f i c i e n c y . E x c e l l e n t c o n t r o l o f t h e d i s e a s e was achieved w i t h prednis o n e and cyclophosphamide f o r 7 months when p r o g r e s s i v e c e n t r a l nervous involvement began.
Death o c c u r r e d 1 y e a r a f t e r d i a g n o s i s .
At autopsy t h e thymus was composed almost e n t i r e l y of thymic e p i t h e l i a l c e l l s . While d e p l e t i o n o f lymphocytes and plasma cells may b e e x p l a i n e d by prolonged immunosuppressive t h e r a p y , t h e t o t a l absence o f H a s s a l l ' s c o r p u s c l e s s u g g e s t s thymic d y s p l a s i a . I n t h i s p a t i e n t , t h e r e may b e a n abnormity o f T c e l l modulation o f B c e l l f u n c t i o n r e s u l t i n g i n formation o f a n t i b o d i e s t o non-foreign a n t i g e n s .
FUNCTIONAL ACTIVITY OF THE FIFTH COMPONENT OF COMPLEMENT (C5)
We have p r e v i o u s l y demonstrated f a m i l i a l d y s f u n c t i o n o f C5 i n humans, and s u c c e s s f u l therapy o f same w i t h f r e s h plasma. L e i n e r , i n 1908,suggested changing t h e wet n u r s e o r s u b s t i t u ti n g b o t t l e feeding.We have therefore,measured' f u n c t i o n a l C5 a c t i v i t y i n human,cow ,goat ,lamb , p r o p r i e t a r y and soy mi1ks.
A p r e v i o u s l y d e s c r i b e d a s s a y o f y e a s t opsonization,which req u i r e s normal f u n c t i o n o f t h e f i r s t f i v e complement components was u t i l i z e d . A b i l i t y o f t h e v a r i o u s milks t o r e s t o r e o p s o n i c a c t i v i t y t o two s e p a r a t e C5 d e f i c i e n t serums-human and B10D2
o l d l i n e mouse-was measured.Confirmation t h a t only C5 a c t i vi t y was being measured was o b t a i n e d by a)comparing r e s u l t s w i t h those o b t a i n e d by a d d i t i o n o f p u r i f i e d human complement components (As l i t t l e a s 1.5ug/ml.human C5 w i l l f u l l y r e s t o r e opsonic a c t i v i t y t o C5 d e f i c i e n t s e r u n s ) ; b ) i n h i b i t i o n o f opsonic r e s t o r a t i o n o f t h e milks w i t h h i g h l y p u r i f i e d anti-C5 b u t n o t w i t h anti-C3.The d a t a showed t h a t a l l p r e p a r a t i o n s t e s t e d , i n c l u d i n g soy milk had s i g n i f i c a n t f u n c t i o n a l C5 a c t i vity.We conclude:1)Sources o t h e r than plasma may s e r v e i n recovery o f C5 and/or t h e r a p y o f abnormal C5 s t a t e s ; 2 ) F u n c t i o n a l a c t i v i t y of C5 lasts f a r l o n g e r i n milks t h a n i n human plasma; Some forms of combined immunodeficiency (CID) have been shown to have deficient activity of the enzyme adenosine deaminase (ADA). Earlier detection of CID prior to infection, by ADA assay, would greatly benefit those patients, particularly if a histocompatible marrow donor were available. As the usual methods for measuring ADA are too laborious for large scale screening and require venous blood not readily available from newborns, we have developed a screening method using blood spotted on filter paper identical to the samples used in the Guthrie test for phenylketonuria. This method depends on pH reagents incorporated into a gel containing adenosine, which change color as ammonia is released in the presence of ADA. The method is about 97% accurate, and is simple to perform. The cost is about 1H cents per sample. This technique has also been adapted for screening of serum, cultured fibroblasts, tissue hemogenates, and eluates from column chromatography with pH < 6. The appearance o f r u b e l l a s p e c i f i c cell-mediated immunity (CMI) i n t o n s i l l a r and adenoidal lymphoid t i s s u e and i n c i r c ul a t i n g lymphocytes, and a n t i b o d y a c t i v i t y i n serum and nasopharyngeal s e c r e t i o n s was s t u d i e d i n groups o f c h i l d r e n who underwent t o n s i l l e c t o m y and adenoidectomy (T&A) a t v a r y i n g i n t e r v a l s a f t e r n a t u r a l r u b e l l a i n f e c t i o n , subcutaneous immun i z a t i o n w i t h HPV-77 o r i n t r a n a s a l i n o c u l a t i o n o f RA27 r u b e l l a vaccine. The techniques o f h e m a g g l u t i n a t i o n -i n h i b i t i o n , a u t oradiography, i n -v i t r o lymphocyte t r a n s f o r m a t i o n and a s s a y of migratory i n h i b i t o r y f a c t o r u s i n g r u b e l l a v i r u s a s t h e a n t i g e n were employed t o determine antibody and CMI i n serum and s e cr e t o r y s i t e s . Serum antibody response was e l i c i t e d r e g u l a r l y a f t e r n a t u r a l o r induced i n f e c t i o n . Nasopharyngeal a n t i b o d y response was observed o n l y a f t e r n a t u r a l i n f e c t i o n o r RA27 immunization. Development of s p e c i f i c CMI i n c i r c u l a t i n g lymphocytes was r e g u l a r l y observed a f t e r n a t u r a l i n f e c t i o n and f r e q u e n t l y a f t e r immunization. N a t u r a l i n f e c t i o n o r i n t r an a s a l immunization w i t h r u b e l l a vaccine r e s u l t e d i n t h e appearance of CMI i n t h e t o n s i l l a r and a d e n o i d a l lymphoid t i ss u e , and t h e response p e r s i s t e d f o r 3-4 months. S i g n i f i c a n t l y however, CMI a c t i v i t y i n t o n s i l s and adenoids was conspicuousl y a b s e n t a f t e r subcutaneous immunization. These d a t a suggest t h e e x i s t e n c e o f l o c a l l y induced c e l l u l a r immune components i n t h e mechanism of mucosal defense a g a i n s t v i r a l i n f e c t i o n s .
